The progesterone antagonist mifepristone (RU 486) 
Introduction
Prostaglandin F2a (PGF2a) secreted by the uterine endometrium has been identified as the luteolytic hormone in ewes (McCracken et al, 1972) . Luteal oxytocin mediates the release of PGF2a at the time of luteolysis in ewes (Sharma and Fitzpatrick, 1974; Roberts et al, 1976; Flint and Sheldrick, 1982) . The pulsatile secretion of oxytocin by the corpus luteum and PGF2a by the endometrium are temporally related, which suggests that each hormone affects secretion of the other (Swann et al, 1984; Hooper étal, 1986) . McCracken (1980) proposed that a positive feedback loop between these two hormones is involved in luteolysis.
Progesterone, together with oestradiol, regulates the increase in endometrial oxytocin receptor concentration during late dioestrus in ewes (Roberts et al, 1976; Flint et al, 1990; Vallet et al, 1990) . Progesterone also stimulates synthesis of PGF2a by uterine epithelial cells (Silvia et al, 1991) . The (Woody et al, 1967; Moore et al, 1986; Garrett et al, 1988) . These (Fig. 3) (Fig. 4 ). (Findlay et al, 1982; Cherny et al, 1991) and oestrogen is essential for stimulating luteolysis in ewes (Zhang et al, 1991) . These results suggest that pro¬ gesterone plays an important role in regulating the timing of 06.00 08.00 10.00 12.00 14.00 16.00 18.00 06.00 08.00 10.00 12.00 14.00 16.00 18.00 Time (h) Fig. 3 . Concentration of oxytocin in plasma collected every hour for 12 h on day (a) 12, (b) 13, (c) 14 and (d) 15 of the oestrous cycle in ewes treated with vehicle (n = 4) or 2.5 mg RU 486 kg"1 day"1 (n = 4) on days 5, 6, 7 (McCracken et al, 1984) . Although the with¬ drawal of progesterone is necessary for a large increase in oxytocin receptor synthesis (Lau et al, 1992) , endometrial sensitivity to oxytocin-stimulated release of PGF2o increases before the initial decline in serum progesterone. Progesterone initially inhibits the formation of endometrial oxytocin recep¬ tors early in the oestrous cycle of progesterone-treated ovari¬ ectomized ewes (Vallet et al, 1990; Lau et al, 1992) . However, oxytocin receptors increase on day 14 of the cycle and continue to increase even in ewes treated with progesterone to day 30 (Vallet and Lamming, 1991; Fairclough and Lau, 1992 (1989) . Extension of the interoestrous interval similar to that in the present study was achieved by exposing the uterus to an oxytocin receptor antagonist (CAP 449) during the late luteal phase of the ovine oestrous cycle (Jenkin, 1992 
